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DETAILED ACTION 



Papers Received 

Receipt is acknowledged of the applicant's amendment, response, and petition for 
extension of time, all received on 12 October 2006; 

Claim Rejections - 35 USC § 112 
The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

Claim 56 is rejected under 35 U.S.C. 112, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as 
the invention. 

Claim 56 recites the limitation "of Claim 1" in the first line of the claim. There is 
insufficient antecedent basis for this limitation in the claim, as Claim 1 is cancelled. However, in 
order to advance prosecution of this claim, it will be assumed that the applicant intended to refer 
to Claim 43, the first listed independent claim pending in this case. 

Claim Rejections - 35 USC § 103 

The text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior Office action. 

The rejection of Claims 43-53 and 55 under 35 U.S.C. 103(a) over Norling et al is 
maintained. 
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Claims 56 and 57 are rejected under 35 U.S.C. 103(a) as being unpatentable over Norling 
et ah (U.S. Patent No. 5,958,458) in view of Ekwuribe et ah (U.S. Patent Application Publication 
No. 2003/0050228) 

The Norling et ah patent teaches a pharmaceutical multiple unit formulation in the form 
of coated cores. The core material is selected from various materials that include calcium 
carbonate, calcium silicate, calcium magnesium silicate, calcium phosphate, and kaolin (See 
Abstract). Various substances may be applied as coatings to the cores, including waxes, 
hydrogenated oils, and glyceryl monostearate. The coating material may be admixed with 
excipients that include colloidal silicon dioxide, talc, and magnesium stearate. The coating 
material may further comprise plasticizers, such as castor oil, mineral oil, and coconut oil (See 
Column 9, Line 41 to Column 10, Line 57). Film coatings comprising polymers such as 
ethylcellulose may be included in the disclosed composition (See Column 9, Lines 43-50). The 
disclosed composition may be embodied in various formulations, including powders, granules, 
tablets, as well as liquid formulations (See Column 13, Lines 29-36). The cores may also 
comprise an active substance, which may be coated onto the surface of the cores (See Column 
11, Lines 57-67). The active substance may be selected from various broad categories of agents, 
including insulin (See Column 7, Lines 60-67). The formulations disclosed in the patent are 
described as being very suitable for oral administration in various solid forms (See Column 12, 
Lines 39-42).. The patent discloses examples where inert cores are prepared and where varying 
amounts of various coating materials are applied to these cores (See Example 1 A to Example 
10). In view of the prior art disclosure of the core material being coated with various excipients 
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such as hydrogenated oils and magnesium stearate, it is the position of the examiner that this 
disclosure reads on what the applicant was chosen to define as a permeation enhancer. 

The Norling et al patent does teach insulin among a list of suitable pharmaceutical 
substances, but it does not specifically teach insulin in the form of hexyl insulin monoconjugate- 
2 polydisperse, also known as HIM2. 

The Ekwuribe et al reference discloses methods for the treatment of diabetes where oral 
compositions of insulin drugs are administered, for the purpose of administering insulin to a 
subject in need thereof through routes that are more convenient than the traditional method of 
subcutaneous administration of insulin (See Claim 1; and Sections 0003 to 0017). To this end, 
the Ekwuribe et al reference discloses insulin polypeptides that are suitable for oral 
administration, such as HIM2 (See Sections 0133 to 0134). Solid pharmaceutical formulations 
for oral administration such as powders and granules are disclosed (See Section 0145). 

It is the position of the examiner that the instantly claimed invention is made obvious by 
the collective disclosure of the prior art. As the Norling et al patent teaches pharmaceutical 
compositions suitable for oral administration having an inert core that may be coated with an 
active agent such as insulin, one of ordinary skill in the art would be motivated to substitute 
insulin taught in the Norling et al patent with the insulin polypeptides disclosed in the Ekwuribe 
et al reference, since such insulin drugs are disclosed as being better suited for the oral 
administration of insulin. As both prior art references are drawn to oral pharmaceutical 
formulations that contain an insulin drug, they are considered analogous to one another and one 
of ordinary skill in the art would thus have a reasonable expectation of success in combining the 
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references to arrive at the instantly claimed invention. The instantly claimed invention is 
therefore prima facie obvious. 

Response to Arguments 
Applicant's arguments filed 12 October 2006 have been fully considered but they are not 
persuasive. 

The applicant's sole argument is centered on the applicant's interpretation of the prior art 
concerning the structure of the particulate pharmaceutical formulation disclosed therein. The 
applicant's evaluation of the prior art makes it clear that the applicant is of the opinion that the 
prior art teaches only a particulate pharmaceutical formulation that contains a core that is a 
blended mixture of an active agent and an inert material, where the prior art is drawn to a 
particulate pharmaceutical formulation having a core that is coated with an active agent. 

The applicant's analysis is based on an incorrect interpretation of the prior art, having 
seen fit to narrowly characterize the entire prior art disclosure based on only one embodiment of 
the several that are disclosed therein. As the examiner set forth previously in the prior art 
rejection of record, the Norling et ah patent teaches that in a particular embodiment, the cores 
may be fashioned such that an active agent is coated onto the surface of the cores, which fit into 
and do not conflict with the description of the disclosed invention cited by the applicant on Page 
6 of the response received on 12 October 2006. Specifically, on Column 11, Lines 65-67 of the 
Norling et ah patent, it specifically states that "the active substance is present in a layer on the 
outer surface of the uncoated or coated cores", which reads on the limitations of the instantly 
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claimed invention. The applicant's analysis of the prior art is therefore erroneous, and the prior 
art rejection of record is maintained. 

Conclusion 

Applicant's amendment necessitated the new ground(s) of rejection presented in this 
Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). 
Applicant is reminded of the extension of time policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1.136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the date of this 
final action. 

Correspondence 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Simon J. Oh whose telephone number is (571) 272-0599. The 
examiner can normally be reached on M-F 8:30 am to 5:00 pm. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Michael G. Hartley can be reached on (571) 272-0616. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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Examiner 
Art Unit 1618 
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